Remarks 

The various parts of the Office Action (and other matters, if any) are discussed 
below under appropriate headings. 

Withdrawn Rejections 

The withdrawal of the rejection of claims 3 and 6-10 under 35 U.S.C. § 112 and 
the rejection of claims 3-5 and 9 under 35 U.S.C. § 103(a) as being obvious over a 
combination of Ashworth and Mestres is noted with appreciation. 

Deciaration 

It is noted the objection to the Declaration was not repeated and presumably the 
objection has been withdrawn. 

Claim Rejections - 35 U.S.C. § 101 

Claims 1-16 remain rejected to as being directed to a non-statutory subject 
matter. Although exception is taken, claim 1 has been amended to recite "[a] 
computer-implemented method of comparing molecules.. " and claim 13 has been 
amended to recite "instructions executable by a computer for carrying...." In addition, 
claim 1 has been amended to recite "combining the field sample values with the field 
size values to provide a score indicative of the field similarity of the first molecule to the 
second molecule" (emphasis added), and a similar amendment has been made to 
claim 7. 

For comparison, the Examiner's attention is directed to U.S. Patent No. 
6,996,476, that issued on February 7, 2006 and was examined by John Brusca. Claim 
1 of the '476 patent reads as follows: 

1 . A computer-implemented method for analyzing gene 
expression wherein the method comprises the steps of: (a) compiling data 
comprising a plurality of measured gene expression signals into a form 
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suitable for computer-based analysis; and (b) analyzing the compiled data 
using iterative independent component analysis (ICA), wherein the 
analyzing comprises identifying an optimum number of independent 
clusters into which the data may be grouped. 

In this claim a tangible result is the identification of an optimum number of independent 
clusters into which the data may be grouped. Likewise, claim 1 of the present 
application provides a tangible result, and presumably the rejection is now moot. 

Regarding claim 13, the amendment to claim 13 excludes the embodiment 
consisting of non-functional descriptive material. 

Withdrawal of the rejection under 35 U.S.C. § 101 is respectfully requested. 

Claim Rejections - 35 U.S.C. § 103 

The Examiner provides new reasons in the last Office Action as to why he 
considers the subject matter of claims 1 , 2, 6-8 and 10-16 to be obvious in view of 
Ashworth (GB2317030A). After careful consideration of the Examiner's remarks, some 
of the comments made in reply to the Office Action dated November 3, 2006 may have 
been confusing and in some respects inaccurate in retrospect. The undersigned 
apologizes for any confusion that may have been caused in this regard and below 
seeks to clarify the reasons why the subject matter of claim 1 would not have been 
obvious to one of ordinary skill in the art. 

According to claim 1, the field of the second molecule is calculated at the 
position of each of the field points of the first molecule, i.e. the field rather than the field 
points of the second molecule are calculated . The field points of the second molecule 
do not need to be calculated in carrying out the method of claim 1. This contrasts with 
the method of Ashworth, where the field points of the second molecule are calculated, 
with the score being derived from a comparison/combining of the field points 
independently calculated for the first and second molecules. Simply stated, the scoring 
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method of claim 1 requires field points for only one molecule, whereas everything 
disclosed in Ashworth, as understood, involves the comparison of field point sets. 

The Examiner may have been justifiably confused by the passage quoted in the 
Office Action at page 10, line 10. The term "field points", as used by applicants and 
Ashworth, refers explicitly to the location of the maxima/minima of the respective fields 
(e.g. Ashworth abstract, line 4). Thus, the quoted passage should have referred to the 
"field values of the second molecule" and not the "field points of the second molecule". 
According to claim 1, the positions of the field points in the first molecule are used to 
sample the actual field value at corresponding positions in the second molecule. 

Hopefully the above clarification of a significant difference between the method 
of claim 1 and the teachings of Ashworth will now reveal to the Examiner the 
nonobviousness of claim 1 . However, for the sake of completeness, the following 
additional comments are provided in regard to the specific passages in Ashworth 
referenced by the Examiner in the Office Action. 

Page 4, lines 21-26 (referenced at page 8, line 6 in the Office Action): This 
passage refers to an "aggregate average of the field points derived from a plurality of 
molecules". What Ashworth is talking about here is calculating the field points of a 
number of different molecules, generating a set of aligned conformations of these 
molecules, and then taking the field points of each of these conformations together as a 
set and "averaging" them together to obtain a final set of field points which is 
more-or-less representative of the whole set. Ashworth explains the process more 
clearly on page 12, line 25 to page 13, line 4. Ashworth states "A pharmacophore is 
then generated by combining the field points of the 'active' conformations using an 
aggregate average method." This clearly indicates that the input to the averaging 
process is the set of field points. The actual process carried out by Ashworth is that 
given the field points of all of the active conformations aligned together, the largest one 
is chosen. One then finds all of the field points within a certain distance (the "Electronic 
Hunting Distance" or the "Surface Hunting Distance"). The largest field point is then 
given a value equal to the average value of all of the field points in the set (including its 
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original value), and the others are then deleted. This process is then repeated until no 
more field points can be deleted. In other words, Ashworth discloses a way of taking 
the overlaid field points of a large number of molecules, and distilling them down to a 
much smaller set of field points. The Ashworth method operates only on field points, 
and has not been found to make any reference to the actual molecular fields. 
Ashworth's method does not involve calculating one molecule's field values with 
reference to another molecule. 

Page 8, lines 4-7 (referenced at page 8, line 8 in the Office Action): The 
Examiner says this sentence in Ashworth discloses that "one can determine a similarity 
score by comparing field points of a first and second molecule' 1 . It is correct that 
Ashworth's method works in this way and thus Ashworth does disclose this feature. 
However, the method of claim 1, as discussed above, does not work in this way. 

Page 4, lines 5-8 (referenced at page 10, line 4 in the Office Action): The 
Examiner says that this sentence discloses that one would expect changes in the field 
of one molecule relative to another molecule, and then continues in the following 
sentence to say that it would be obviously more accurate if, when calculating a first 
molecule's field points, the field points of a second molecule were also taken into 
account. This, however, is unrelated to the method of claim 1 in which the fields of the 
different molecules can be calculated in isolation from each other. Thus, while 
Ashworth's statement (that the effective field of a molecule will change depending on its 
environment) may be true in a general scientific sense, neither Ashworth's method, nor 
the method of claim 1, require this. In other words, this point is not relevant. 

The Examiner may also be confused by Ashworth's use of the term "aggregate 
average" and applicants' use of the term "aggregate score" in claim 7. Ashworth is 
referring to averaging sets of field points together to obtain an "aggregate average" set 
of field points. In claim 7, two scores (the score from A to B and the score from B to A) 
are taken and averaged to produce an "aggregate score" for A and B. These are quite 
distinct concepts, contrary to the Examiner's observations at page 9, lines 1-2, in the 
Office Action. 
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In summary, the question at issue is simply at which points in space the field 
values are used. In Ashworth's method those points are pre-chosen independently for 
each molecule: Ashworth determines the positions of the field points on each molecule 
without reference to the other, then throws away the rest of the field and uses those 
fixed sets of field values for alignment and scoring. The same set of points are used 
regardless of the alignment of the two molecules. By contrast, according to the method 
of claim 1 , the set of points at which the second molecule's field values are calculated 
changes depending on its relative alignment with the first molecule. The field of the 
second molecule doesn't change, but the set of places where the value of the field is 
calculated can't be pre-determined as it depends on where the first molecule is placed. 

Conclusion 

In view of the foregoing, request is made for timely issuance of a notice of 
allowance. 

Respectfully submitted, 

RENNER, OTTO, BOISSELLE & SKLAR, LLP 
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